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mmm 

mmazm mu i vu 
c»#« i ] 

CD 8 HZM-t&VXy F*mmm,ft£LT'£tJZ.}l*!ftfflLil-t2>, iHIV 
Mo 

CD 8 7 {C*f-T£ U K#, iS^Stfri^-ifM^*^ / 
^-f CD 8 7jcWH»«i|g^ttS:^-r«lW^rXJ±a»#T?*«, It 

^l«SiH I VI. 
[Sf#3C4] 

CD 8 7 JCM-TS U K^ATFtfeS, fff^ 1 (DfiLH I VI. 

CD 8 7\Zft-t ZVlfy K#, ATFffl, C D 8 7 {C#JSl»&*&-£'4£ Sr^-T S 

CD 8 7 tC^f-T* U KtftrtCD 8 7jfift;T*&S, ff^ 1 O^H I V&L 
CD 8 7&C*ff FtfimCD 8 7^©, CD 8 7 U:#Mlft&M£-'f££ 

Cff^^8] 

CD 8 7£«tt4M«:fg«S-e, CD 8 7 tC#*»»C»^f SftK 
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[»M10] 

cds 7t:i^i&ii^ttcD8 i izmmmic^-t^m^mn^mm 
ma i vm&<D&?zz£<DmM2nf~mmwzifiH i vmt btt 

[ft*«i i] 
[§M12] 

^)±m*tc^m$n^H i v^a&M^s*^^*:, Wfeznt-n i vis 
[#B0J!tf>i¥*fi!&mBJ!] 

[0 0 0 1] 

ffiHIVSOJCWU 35tC»L<J4HI V«ift#K:feJ't*H I V©« 

[0 0 0 2] 

(AIDS) ©Ig^>f;MtJ)5HIV}t i/hn? 
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mmiz&>T<DmMr*i7t>nz>o mmzn i vn^^^y^n-^^yA^m.^- 

^B©CXCR4) tm-SL, gpl20, C D 4 Jk.tf>r^fl4 > -OD^Hfc* 
7£j&t-3o M©x>^D-^^>;^It'$)5 g P41^^m©« 

-?>f;i/^^^fAtS. m&Sftlc^ALfcH I VJi, B«U #c v^T? {If Jt'CD^f 

N A *i£ 0 ^D^-f;i/XDNAH ^ttU ^-f;i/^ g#co^-t-g>-r 

JlTsfr^lZ. f05'»LTR (Long Terminal Repeat) M^C^^n^E- 
# — £.LT, ;i/^mRN A^lfg^tlS, r^mRNAiCtt, 5§®M^o 

^-r;i/^yy arn Aizte&Sjoizjtmznz. six* y^vmzit, «?-f 
o Mill y4J\sx#yrt?M7atte. miitf J i±tpizm.fr&&ntc7u 

-is. ?4 jixm^-cDmiskttyrttmz. mmmz&^Tu jvxf 
) 3*is 0 r-fe>^;i/^n^^-r;i/^!e^tt> m,mz j: y «^Scffi^ti-2> 0 

CD4A©^e>, ii»DN A^\(Z)|I^ii^, Jtm>5L^m#. J»£>i® 

3§£^|^cM!u;g-t-r ^jcj; y, h i viz&m\zmm?z>o h i vtf)ff filled 
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a i d s<Dmfe®.&mnz> B 

[0 0 0 3] 

h i v^#(3D^^T*tt, h i v &t=.mzm* tzft&m^mifonx 

ftlfDftTV^ (Levy, J. A., et al., Immunol. Today, 17: 217-224(1996), Fau 
ci, A.S., Nature, 384: 529-534(1996)) . J £tl£><D\8^'t. l/T, tyc IZ >T ■=£ # -f 
> (RANTES, MIP-oi, 1/3, S D F - 1 ) ^ I L - 1 6 £ tlT 

[0 0 0 4] 

^r^-f TOM a©HIV0SA5:I 

f «»r il^^l^t-^fg^^^So IL-16UHI V©|g^&8MW'r5£i:#*n 

M£3*i-o>*. ztie>»A i d smmmn Lxmn^n^^it^^^ mmit 

lC«MoTV^^ 0 5fc£'|P!5£ 3 tiT H I V H^tf>— gpte, 

[0 0 0 5] 

vmmmmmz^^xt foam &o 

(1) RANTES (^S 7,851) : PM 1 Mffit H I V - 1 BaL **£/BV* 

0.78ng/mL ( = 0.1nM) T* 5 %, 1.56ng/mL ( = 0.2nM) "C 
50%, 3.12ng/mL ( = 0.4nM) "£90% (Cocchi, F. et al., Science 270: 
P.1811-1815(1995)) 0 

(2) MIP-la Wf-M 7,717) : ±flSR AN T E S tmgtftT. 3.12n 
g/mLT'0%, 6.25ng/mL (0.8nM) T* 5 %, 12.5ng/mL ( = 1.6n 
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M) T*50% (Cocchi, F. et al., mW, 

(3) MIP-U (#^-47,819) : ±|H R A N T E S H mgiftT. 0.78n 
g/mLT'0%, 1.56ng/mL ( = 0.2nMTO 5%, 3.12ng/mL (0.4n 
M) T-15%, 6.25ng/mL (0.8nM) T?60% (Cocchi, F. et al., ia$§)„ 

(4) IL-16 (ft?* 12,422) : ^fiS4tft:40~70n g/mL (=1 
nM) T»61%, 400~700ng/mL ( = 10nM) T*76%. #S#T?tt20 n g /m 
L"e50% (Baier, M. et al., Nature 378;p. 563(1995) , Amiel, C. et al., J 
. Infect. Dis.:179,p.83-91(1999)) 0 

(5) MDC 7,936) : 25ng/mL ( = 3.15nM) T'20%, 50ng 
/mL ( = 6.3nM) T*50%, 200ng/mL ( = 25nM) -£78% (Pal, R. et a 
1., Science 278:p.695-698(1997)) 0 

(6) SDF-1 (3H^£ 8,698) : SAW$t*Mfc|^ 500ng/mL 
( = 57.5nM) -£30%, l^g/mL ( = 115nM) T*60%, if^M^"? jt,£: 

700/t g/mL ( = 80.5nM) T*80~85% (Oberlin, E. et al., Nature 
382: p. 833-835 (1996)) „ 
[0 0 0 6] 

#Hfflfl:£n6{cMoTVA£ 0 t-&fc>%> 5 ^ 1/ 1 K^^?iiif i 6 1 

if-r y\i\f%- im) zmm-tz^LMmmmm (haard -e*uc£ 

[0 0 0 7] 

UfrU H^M^ffi*«6T?%, h I v & *SSt©#rtfr & SiciM!it S r i: 
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[0 0 0 8] 

*m?z£, W'ffiH i vtfMmizmmL, r=.t^mm^nmLx%m.¥^(Dmx 

^.izit. WHivtt, mznnfr-mmzmwix& 

^MV^tlTV^IfiH I Vl^ffl f 3 © £ o £|3PgT* H I Vff5i£|$IW 

[0 0 0 9] 

[0 0 10] 

[i§b^^p^ l £ e> ^ & mm) 

[0011] 
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*mmmm*. h i vmmm * »j#iifccD8 &g<[£« ^htlv-ua 

^--ifM^^X^ ^ -fyTtT-J ^-#-0>y^ StUMy??* > h (AT F 
: amino-terminal fragment) T*&£ 3 £ SrJIffi L£„ SH^tt, (1) *i#>T$!i 
* (0.74ng/mL) T'tniH I ViSttfca^ 3 t. (2) V* n V 7 - ^JBl^UtA 
tfTifflMgra-ffiCDH I V<DivfniZMLX%m%}X*&2>Z. il, (3) SS?^ 

h i v«?-r;i/^o)ii5ii^-r^;i/icj3VNT^-r;i/xmRN a<£>isirj; »j«©«prr 
^i^n^-^-ifM^^x^ y -Jfyyv'rJ (hmw-upa) jcfe 

ffilfc. JgtCti, ^m#©MS5fe^n^r^--^C7)^Mtl^ LT#<b*l£AT F 
t>> im^^^H I VvStt^r^-r^r h#54fg£*l£o jglCti, iCD8 7W 
ATFt»fiiH I Vftm&m-t&Z hL, Jkl$A T F (DtfiH I Vff^tf^CD 
8 7^i:l^-©^^^ (CD 8 7) &^LT?T*>*l£3£&J|ffiU£: 0 rti 
^©^IM^^, HI VHiaMffi©CD8 7?:, £#l|lft{CM-£-f £ A T 

F, HMW-uPA^fHf,ffli^XiMft, #lCD 8 7#t#^-tf)ftfi<Z)y 

[0 0 12] 

[0013] 

[0014] 
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[0015]' 

#-<£>T5. s^iffiy^tf* y v (AT F ) T?&oTfc«fcV*o 

[0 0 16] 

SKUtf^Ftt, A T F CD, CD 8 7 (C#M^^^ffi$:^i--5»r^Xtt 
[0 0 17] 

S£U;ff>Kte, KCD8 7^ (^y ^n-^-;i/X«*ru ^n-^-;i/) 

[0 0 18] 

Mizit^rc, mvifyFit. Sicd8 7», cd 8 i izs&mwtem&'&z 

[0019] 

XmWlZtfc tiMi:btATF, XltCD 8 7 fC#Mlft&MliH£ Sr^t" 
Z> A T F©M L < testis: 3 Z\t.Zftm£-t2>, &mW&$B Z 

[0 0 2 0] 

CD 8 7KL«tft«j*tS:Jg«S«, C D 8 7 &c##|ifticM^ir£ 

[0 0 2 1 ] 

#?§0£«:££, CDS 7K.&&mn&&MZ-&TCD8 7 iZ!ftmWlZffi&?2> 
[0 0 2 2] 

#$8gm£fc, &mWH I V«|ft||lIJ»fc**!felBJIi©*#i6P§l*«:ffl3K'r*^ 
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[0 0 2 3] 

SftfcH I Vfi[?iS:, ^^KSrAD^flcff o £ £##^#cD_t?»#lc;6fcm 
3tl*H I V^^it^-T^*^ SJfc«fctCg-3#, HlVfifCSffi 

&«I1WLfe*tft<»KS:*nEH I Vlt ItMnxf^i:, SffiH I vi$:t 

[0 0 2 4] 
[»i©m©^»] 

CDM©-otl>5CD8 7ii, Mft F*-f >£#£&V^G P I (^U=2 

fl&^t®-e-£*l£<2 bTifrV\TV>&z:i:##l£*lTV>«5. fc: hCD 8 

7tt, $fe1*T^ v^l~335«fc U fcS^l^nfti: LT^J&Stlfc^ 

^^Kas^ (r^y^i~22) .#«n»3*i, 35tc^<3D*;i/jK^s/^agis«r 

5 y ^306—335) #^n-fe5/>f JC«fc VtymZtlZZ £ JC<fc o T£ £ fc#rfcfc# 
jl#*ri/)\,3im (305 Gly) ICHflgSC (GPI) ©tf jfttHIMMf » ^©GPI&^L 

Tjfflj&jKKBjtsjxs. cd 8 7ic£v\Ty#> KTfts^a^a^f^— tf&tf 
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#J£^CTV^tfH£, *©N-3fcig K*>f y 1 (CD87©7^;il~92) T* 
(Mffi, £ffc^ 71(5) :350-352(1999)) 0 
[0 0 2 5] 

*»WtC«V^T, ""CD 8 7{C*f-TS U#> Kj Hit. CD 8 7 IZM bt#l 
-7^7.^ J ->fyT Vt-J ATF, StCD 8 7©t#^>^tlP>©Wr^X 

So 

[0 0 2 6] 

, hiv-uhiv-2 \zpkKmmz&vm£mmfr*Mtmzti&9<4 7<Dv 

IVj t^^H^lt. THIV-lj r H I V — 2 j 

[0 0 2 7] 

n^^-^a!^ J —fyy *<—9 — (hmw- u p a 

) (01(b), 7^ J g?21~178+7^ J ^179—431) It. — * j*:/ 
l/^n ^n^r^--if (sc-uPA) ([HI (a), f * y gg 1 ~431) £\ f©N 

^©S/^^/^^K (7^y®?i~20) ^otyn-7a^t-fi:^of: 

-?i/yB*g) izz&mmz&v. vx)\,u ^m^iz^-Dxmm^nr^Amt 

BrntlZ-frfrftZZ fc&C«koT£££— *M(D#yrt>7WX&2> 0 HMW- u P 
Alt. #lo©EGFiF^-f>t, * 'J K*-Y yRZ$VU*ri~-1£l'1> 

(CD8 7) jg-£K*>f >&^T?V*&. 
[0 0 2 8] 

HMW- u P Al«tC, 7 ^ y^E155i:T^ y ®?156£ (2raT*£#ftT'^lfr£ *l 
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, u^—em-f^xs j -^ym^-i (lmw-upa 

) (01(c), T ^ J mi56~178&Z$T $. 7^179—431) &tf^y^ J ->fy 

rtT-j jim-y^y* y v (atf) (@k«i) 
, 7^21-155) z§ivz> a r s> ; miss ht jnittt (Dmowm 

ATF<DgBtli, HMW- u P A &i^«^T* #IC>T >dpn^- h (25~37°C 
) -T-SrilSCi U AT F £^h#T'££ Q ATFli, HMW-uPA# 

ff5EGFiF^>fX ^'J>^K^>f>W?Ddpt-¥l/t^dt- (C 
D 8 7) ffi&F*^ y*^(D££^/vV^Z> 0 s c-uPA5:3-Kt§5i^l/ 

KBOTfttf sc-uPA©7^; KIB^JS:BB^©SB^J## 1 Atf 2 ic^ft 

*^K&, y^21~431^^n VU*r-}-—& 7^7^21—431 (7^7 
$?178i:7 ^ y^l79ii(Z)r4"eM^) tfHMW-uPAS, 7^ 7 &21~155#A 
T F 2c, 7^ 7^156—431 (7 ^ 7 ^178h 7 ^ J mi79t ©IHTflWSi) i$ LMW 

-uPAt -eti-eti^-t. 

[0 0 2 9] 

th^fjthAOHI Vfc^te, ^S7W7T-i?mfa&<DH I V IC J: o T 3( 
«Br$tl^o B^O^i^fC, «!JS#©Hc«TfT«JB*BlRltt©H I V 

tC=fc-7*D77-SM:lCfc&iilC##LTJ3»K ATFit H I VlCSSSLfcT 

hicj; *; h i vmmmmm^m-t . ^©^tt, atf«m©»m 

tcBB;fo»jjfc<trtH I Vffli: LtMS:f t63i:S:3Sftt6. ATF(i| 
#)T$5« (0.74ng/niL) T*8&IH£$IH?:r <5„ 

ASfcWWtciK -r^^^^-e$-2> 0 ATFS:f®N^^g^c^^t^^5HMw 

-uPAi, ATFJ:»Ji^^t>0©, I VJSft&f LtfetJ, ATFt 

mmzmmT*gz>o i^tcMstitHMw-uPAtt, ^tie^tLT©* 



1 1 
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D 8 7ffim*> H I VZ&mTmMlZttlsXH I Vif^Wf^fflfc^t- £ fe 

[0 0 3 0] 

^-f;bx^©^ (T-fe>^;i/) xiz&w&mmiz&^xmpmmzm? 

[0 0 3 1 ] 

<^&t>*,MI;LATF> 

YZt-J (Stoppelli, P.M. et al., Proc. Natl 

. Acad. Sci. USA, 82: p. 4939-4943 (1985) £#Jffi) . HMW-uP 
A&, 0.2M©ifi-fb"^h U ^AS:^-rS50mMU >lfttt«* (pH8) cpT?j|& 

8^m5az^tipj,±izt>r^^x>(y^=L^~bL. Rmmm^ffrmm imx\z 

, Sephadex G-100$:^M) &C#tt, V®JRBliWJC3K4xS««©,br- * 

(fcf-# 3 : AT F) JCMlSt* <51B^S:$fe i ff©t?-^ 1 ( HMW— uPA) 
\£->?2 (LMW-uPA) iZttffc-?Z>M$-friofrM?Z>Z.£lZ J: 

;ttf, 50mMiith'J^7^fE PH4.8, J&fl;^ h U 9 A£jgH 0 -1.0M, 
Mono S HR5/5^j^A) -5 Zl £ iZ <fc *J *T 3 3 £ £ 5. 

[0 0 3 2] 

ATFSifc. ATF&3 - SDNA&SiaJ&^^^^-tCffl^ji*, 
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Lft^Ztfrib. »ATF5:a- Kf* c D N A £M V^#*& L £7£fCi&m 
ATFi:B^©?gttS:^t«ri:i:4!5. AT F^HMW- u PA 

ATF^HMW-u PA©W#«M£«N #ff*.tf*i»T ^ </ &^*tf>ii!ll&Xte;fc 

oz.iitfT>gz> 0 *nb<Dmmzik&mzft^T*>i:^-tf. atf^^d^- 

i£M^*^ J -tfyTVrJ 3- Kf£ c DN AJC#fbT> Mftttf) 

[0 0 3 3] 

CDS 7fcttfc*«&«ttS-£, CD8 7t:#IWtC^tS«$:im 
ril^ttSM^^H I vm&X* y-->y#j56tt, CD 8 7 £51® 

. C D 8 7 A©t^Iffl# I^^Oiffilt l/t^-^A©'J^ 

> K©4#MW^©«ffi©fe«)lc^SI#Jc^ie>tifcS^©#SS:CD 8 7 izmm 

[0 0 3 4] 

mi:i^^> h i vffi*<DMmzmmLtz.nmmMzmH i vn^ ita«t 



1 3 
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[0 0 3 5] 

^©^Hivin ait, a&#*©#ttntt#srTf, xi*, w 

#T*£3 0 &|*<JDfc#>KfcJ:, *»i(!DKH I VSIli, fcS©>!M4Xl*#7M£©iS 

$u ffli^^afiLwmoD^ffi&^oT^vx. *ffi©^«iibTi*, #xi*, mm 

^Mizmn b # * ^IStt«;?§fMx«SS, #it^ L < i*#ffi r )i n - £ 

[0 0 3 6] 

&Mm<DMW<Df~isb<ni¥*&<DmWt LTl±, y u -fen -M^n n° i/>^y 
n-;i/^©#ffiT;ni-;v, jtf y xf u>^g ffiTO y 

[0 0 3 7] 

##§BJ3<Z)i5tH I VMI:lji*M©^Ii:t^i^> ATF^fflCD 8 7<DVM 
3fcJS#0>MfcLTl±, UsKV-A, 7^f^nX7i7, Xl±5ea8Xl*-£7£©5K 
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[0 0 3 8] 

HIVJWtt, iSSU *fr5fc*0>te, ttifflfc*^*: OT A* SCBlCSaLfc 

»M^J»i: , r4x«J:V^ ^CD<fce>fc$g#J<Z>M£: AT F^(DC D 8 7 CD U 

fl&n«g&, ryzfy. t;i/n-^, t7;bD>i, =5p^>\ * 

;i/-fe;i/n-x, n Fn^ri/^n tf;p^^;H2;i/n-^, ^^■;i-^;vu-^ > UK 

^t-ts. m*&&&vmffi&&<Dfcto<Dmn<Dm<DM£\sT\t. ««a 

tf^cd8 7<DVif> ^(DBM^mtmm^u^ y b*P iZMMZ^fc&O) 

[0 0 3 9] 

#3§BJ!iC;f3VM:mH I Vi0t»©l^ifefe ^^Itt ATFCD 
1 0//g~10mg/kg/3, HMW-u PAOl^l 0/ig~l 0 m g 
/kg/H, mCD8 7»i^l 0/tg-lOmg/k g/HSM^jl^T? 

[0 0 4 0] 

A T F <Z>fii§^ tt>'(CATF, HMW-u PAMCD8 7»i 
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[0 0 4 1 ] 

<um> 
i) ^^n* 

(i) pNL4-3 : NIH AIDS Research and Reference Reagent Program, catalo 

g no. lutLxwn^nx^^^^^A^bxm^tz. (05&#j$) . zmt 
h i v- imm^otf j A<fc u#n$tifcTMsafgf^ttH i v- 1 ^n^-f 

>f J ADN A *L-?=y7. X # -pUCl8fC,1fi^&/u£: t><DT*& »J (Adachi, A. 

et al., J. Virol., 59(2) : 284-291 (1986)) , Z.ftXMti&Z h ^ >X 7 x Z b X 

7x.V h-?zz.£iz& Mtc^ttH iv- l ->^^&I4$t5ri:^ 

(ii) pSBR-HIV : pSEAP-Basic (CLONTECH, Palo Alto, CA, USA) 

teil IT, l/^-^-«^T'fe5«7;V^»J 7tX77^-i? (SEAP)it^ 
-?-£>±Sf£lC, ^U^-Z-t. bTpNL4-3(Z)LTRf!^ 5:^1*1^^, HlCA>f ^0 
v-T S/ >iM£«6H^ # - i: b T^A b £ % © D 

3©^^^^ Fit,- frCDJimKJ: U^jtLfeo f : 

(a) pSEAP-Basic (EI 2) (CLONTECH) SrNotI £ Sal ITrMtt U SEAPStfc^- 5: 
*t?«« (02 raT^LfcMc) &$'JaiU NotlTO£T4rf<i; 

(b) MlRC. pREP7 (03) (INVITROGEN, 9704CH, Groningen, the Netherland 
s) SrSalliiClal-eMflSb, A <i ? O V >f S/ > M'&ikfc^ (Hygromycin) £ColEl 

UffiU Clal9Jfi&T4jKU ;* =7-MX^mtLt~ 0 

y, psbr (H4) zmmbtz.. 

(d) P NL4-3^e>, XhoIg|5feXttHindm3|5&£tf#Dl,£:/^V-£^T P 
CR^tCi UHIV-LTR^ffflb (05) , Jfips^ SrXhoI&tfHindl I IT'Mtfl U 

o 

(e) ±fB(c)TWcpSBR£XhoI&tfHindIIIT*$HtU ZltUC, _tfH(d) Tr# £ 
tl^HIV-LTR$:^ALTpSBR-HIV (0 6) 
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SfeMT'&SEAP) 5rMt^^7X^ F0-Mi:ltiiLfet(Z)t^y, HIV-LT 
[0 0 4 2] 

2) mm 

(i) HUT. 78 : NIH AIDS Research and Reference Reagent Program, catalo 
g No. 89£ LT^f££*lTV^fc(Z>£M^fco Z. tltt'g'ffi^W'ffi U > Ajfi-feif U 
-^i¥«#©*^jfil^e)5i5i$tlfeCD4^ffiTM« , T?feSo ZKDMte. 
10%FCS (^S/B&^jfilSf) &-&trRPMI1640igMfi (Gibco/BRL) T*^#Lfc 0 
. (ii) U937 : ATCC (American Type Culture Collection) \Z catalog No. C 
RL-1593.2£ It, RtfmftffiQi&mffimmrtyZlCJCKB, catalog No. 902l£: 

S*lfeCD4»ffi#3r««cT**>S. d©jHHl|gtt, 10%FCS£-g-tfRPMI1640igifcT? 

(iii) TALL-1 : m&W£ffi$fcffiMM^y # iCJCRB catalog No. 0086 £ IT 
5iS4xfcCD4RH$Tj|!|mJS*fc-ea>*. iCDHMJSWU 10%FCS&-£t?RPMI1640f&jfi 

(iv) T4/NL4-3 : TALL-1 JCpNL4-3S: h ^ > * 7 x 9 h f -5 3 £ iC J: U flsj* b 
rtl»^M6?JH I V- lmUHMffiT'&Zo ZOfflMit. 10%FCS&£>* 5 #M 

A Z T &-£tfRPMI1640igtf6T?lgF3lL/fc. 

(v) Ul : NIH AIDS Research and Reference Reagent Program, catalog No 
. 165£ L/TSrffcStlTV^fcCD&A^L/fco *UiU937JC H I V - 1 

fitifiiE&3RH i v- 1 j&mmzmmz&wftznr^vuyT-ymfa&H i v- 

l^^^^-e^><5 (Chen, B.K., et al., J. Virol., 68(2) :654-660(1994) ) 
o Z.(DMB&IZ. 10%FCS&t>* 5 <iM A Z T &-£tfRPMI1640igMfiT?*gtel Life. 

(vi) MC141 : HUT.78jNBJJ&lCpSBR-HIV£ h f 5 ^ £ &C £ *JHIV 
-LTR-SEAP U jK - * - itfcT- & # A £ 3 £ IC J; »J L . £ tl £ Ift SEAP 
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/it g/mL &-£t?RPMI164qJgMfi-£*SF#Lfc. 

(vii) CL-35 : U937lCpSBR-HIV£ h 9 >X 7 x 9 h f§ Zl £ fC J; »J HIV-LTR- 

seap ujH- * -igLfc+zmx Lxmr=.&fe&jsEw$&m h^yxy*? bfax*&z 

a Z.(DmMit, 10%FCS&tf/W V-f i/y 300 m, g/mL £-g-&RPMI1640igi& 

(viii) *D->#62: H*A««B*R3S«H I V- li«Sg#5f5«jfiia3feCD 

8iftTifflllSfei;CD 8»n- h vfemvni*-xzm^t=.iE<Dm$uzj: y# 

1U -TtliCMT-2 HTLV-ljg^T*liatt (1000 r a d flglt) © Hft &g&St3 it -5 

>^itft„ D-xz)^#±^ii3nvNSHiF CBf»ttH i vmmmmm^ 

) ?S'f££^fo rcZ^jS&te, 15%FCS, IL-2 10#fi/mL, 10%PBMC (tl 
h5Mflfilfi#*R#) &fMg*tt&£tt, RPMI1640^T*«Hf^Lfe„ 

(ix) • PBMC : SRifilffl5teA:7 — h J: »J Ficol 1-Paque (Amersham Pharmac 
ia) fc^TWiSLfc. rtltt, 3/ig/mL©PHA, l#fi/mL0I'L-2 
&mo%FCS&-&t?RPMI1640J£Fifi > T?3 HW*#Ufe«, PHA&^£ & Cigi&tC 
2fie*LT55K:6HWifiFilbfc%a)S:, M**«i:LTffifflLfe. 

[0 0 4 3] 

<CD8itt^D->M±i©Hi> 

RPMI1640^^T'^H^LT^^>^ n->#62$:. 5 %FCS&tf 10$M£/m L 
©I L-2fe-£tfPH1000igMfi (#0Hfc^) (CM5eIU 3~4 0^tbfc c 

EJKl,fc#SLL$ttt, 0.22#m©:7^/l/*-£®UTi£JR&S:Bfc£, -8 

[0 0 4 4] 
<^H I Vfflg> 

1 ) &&&mTvM4 : 

r v -t >f ic & v % r \*. hiv wmmmmmm t. ttmrnmrnw t<z>m& 



1 8 
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<WflSI*©jffi*-&*5*hLT, Tiffl«|Hj^<Z)#M#-£fc>i± (HUT. 78^1 r>*T4/NL4-3) 
afetfJCV^n7T-^l*raje©ia*^*3"Mr (Ul&tfU937) SrfflV^SdfcJCj: *J, 

TjWjftjiiftttH i v^0v^n7T-^fgfsj'[4H i V0>#*£*rfu mkmno 

3*8**^ : 483*:/ lx- h{CPM1000^T#^bfe-9->^;i/300/i L t. 6 n g 
/mLCDTNF a ^t>*20%FCS$:-g-t?RPMI 1640^^100 /ti L #[J X. T 33 ^ , ^ZllCOPT 
I -MEM I m*&T*2 X10 5 ^/mLiC|^igLfeHUT.78mi00>ti Lt, RPMI1640igtffi 
T* 5 X10%/mLiC^L£T4/NL4-3|fflfl&100/* L £#tfx. (&H3ST4/NL4-3 : ifc^ 
*£HUT.78=1 : 4) , 3BW«§|Lfe. 3 0t, «*±?i©l/2*S:R«S©^ 

.£®I|XU i&#Jt?»*<D?-f (pl7) £HIV-LTR«^* (SEAP) 

o M^Cfi, HIVpl7mMELISA^r V V (ffftf) SEAP 1/jK-*- • 57- 

>-'7ft>fft*Mn>h (ROCHE) »M(Ctot^bfco 

6 BmmmLr=.mmizit, 50 # L©MTsy>y^>f ^(tm^k-t- k^i/u * ais) 

(PROMEGA) fcfltlx., 55tC4H£|8|i&##, 3$-fe & O D490 n mT'IS U. 

Ul (&&j£gstfc) &tfU937 (^ftftSfettO (Ul : U9 

37=1 : 4) lCo^Tfc-«S*&fTofc. 
[0 0 4 5] 

2) ^^m^fi^«r^-fe-r : 

.fc&fc^jWco^T©*!!! ^^H5^-e^><2>UlMSS©#^#(c 
feWSATFfflfiiH I VfS-ffi©^ fcfctfL fee Ul«(iH I V©M«JS&&>S 
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#«0>£>jnfc»^ -etlttH I V^n ;i/*DN A<B«^fc^L**lJem©© 
PgiC^f U T A T F &ftm U 3 £ &j*-*3E!HS £ & * o 

&Mk$kft: WfcrfV- hlCPM1000^-e#3^bfe-9->^;i/300yti 6ng 
/m L <7)TNFa J$:t) ? 15%FCS£:"iffrRPMI1640^ife200 # L£#0;LT&£, -£Z11C0PT 
I -MEM I X10 5 I/mLCIllfejfi^Hli (Ul) 100 * L &flH;t> 

3 brush* l&. 3Bt, mm±m<Di/2mzmmm<D-*y7)iit<&timM*® 

®^>f;i/^4 (Pl7) 
[0 0 4 6 ] 

3) ^ttHIV-DNA-jitth7>^7x^i/a>: 

SftftgRff; : fiftftH.I V - 1 DN A (pNL4-3) 4/tg £DMRIE-Cf$^ (GIBCO 
/BRL) lO^t L £M*nU 2 X10 6 M©MC141H8^{C h^>^-7i^ h L^o 24B# 

w«, msteuku opti-mem i mmv2 xio 5 m/mnzmmi>fc<, wx^u 

- htCPM1000*flS-e#3RUfe"9->^;b300/tt'L t 6n g /m L G9TNF a &t>*15% 
FCS£-g-frRPMI1640ig:l&200/* L £#[J;LT -£d{C h7>^7i^ h L7cMC14 
mm (2Xl0 5 /mL) £100** LflBj*., 3 0r^llfc 3 Ht, *g#_L?jftf>l 

^7if^5.80«, J&SLhtff&EJ&U ig#_t?» tf©^>f;i/^4 (p17) 
i:HIV-LTR©^* (SEAP) 
[0 0 4 7] 

4) #^«D|glC^^SSEAPU3j<-^-r V^A : 

HIV-LTR-SEAPl/TK-^-it^Sr^Ab^H I V #N£&jffl|g (MCHlUHflg&tfC 
L35«) fC£^T. TNFajffliftMu H I V©7° □ i E- # - L T R •fe?g*£'fb£1*-£ 
©TSKtcM*j&*tife^t&MT;i/*U (SEAP) 3Se^«:»3SS 

^otlH^lM, H I Vtf)v-f 7*>f ^;i/©#igpg©e)t», HIV 
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«KM*f£: 96?t:7l/- MC, jfit?SS:^*^VAPM1000««I-e#3KUfe-9->y;i/50 
<tLt, 6 n g/mL©TNFa&£>*20%FCS£^mPMI1640igife25/i L £#[J;iT£ 
^ 3 &C0PTI-MEM I i&lfi (GIBCO/BRL) t? 2 X 10 5 /m L L £MC141#fflfl§ 

XttCL35*Btj|B25iti L&»V*fc. A T F mUXteMmWTlZ^n^nmm 

U ig#6 B&<D&m±m fcEUKU -e-3JC#*tl*SEAPfiS:, SEAP 
- • P-y • T^i2>r^^;i/^ *iz> h (ROCHE) £ffl^T$J/gb£o 
[0 0 4 8] 

5) Att**H i vwanwtgeMje (b5^7i^a>7y^) : 

JBSSffiH I V - 1 DN A (PNL4-3) 4/tg tMRlE-CUM (GIBCO/BRL) 10 

(i LzmmL 2 xio 6 m<Dwi.78mmiz b^y*?*.? b Lt=. a zmm®.. mm 

&®JRU OPTI-MEM I *Mfi*e8si**, 2 X10 5 M/mLtC|M$gLfe o 487t^U- 
MC, SPg^L/fe^^^XttjKftSc&^tfPMlOOO^aOO/tt L 6ng/ 
mL©TNFa&m5%FCS&^trtU > MI1640f&%200# L SrfltlAT J3.£, -eZLfC 

N L/feHUT.78jWaa (2 X10 5 M/mL) £ 100 L #D*L> 4B^tL 

igifc££l$IL£o JK#, 4 B#tc-b->^U >^£i/2ScDJgifi3eg|i:&?fv^ ^ 
Sfert^ 12 Btfe* Lfc. 

Tyfe>fttn = 2T*?TV\ ##*_t?t*fJ0> *>f HIV P 17mMELISA3f 

[0 0 4 9] 

6) AT FCDfitH I Vn&ttfc^SlfiCD87ffi#©f&#©fc3* : 
ATFMHMW- u PAt«»CD8 7 lC#J|lftlCj!g-£1- S 3 H 
$R*>tlX^&Z.£.-fre>o ATF&^HMW- u P A£>fa*UC*jfB#) ^tlfejfiH I 
VjfrftkL CD 8 7/\<Ajj>£^&;ftLfe&<Z>T*&££*ft5£3*i£:. r *i fcfl83R-r& 
fc«>, JitCD 8 7WAT FCDtftH I V^'ft £M fr^fr fc^ft L fc D 

gttHftft: 485*^1/- hlCPM1000^T*#^U^mCD87^y 9U—f)ltfLfa ( 



2 1 
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#3936 : AMERICAN DIAGNOSTICA INC.) 300 # L 6 n g /m L <2>TNF a &t>*20 
%FCS£-^tfRPMI1640fg*&100/tt L ZMtLT 38%. Zl ICOPTI-MEM I W2X1 
0 5 M/mL (ClS§gb£ MC14HfflS&100,a L RPMI1640^^"e 5 Xl0 4 M/mL{C 
^L/^T4/NL4-3M^100/i 2B#HgJg#L£ (m#£>*3mg&10 

g/mL) 0 2f%m^ ATF5:^t>^H2/iL (ATF0HiIlt|5|3. 

3ng/mD §r*^fe 0 3 0^1^, tBm±m<m/2Miitmmm<nffi<b& 
±m*mi&is. mm±m*<DV4)ixm (pi?) ^m^l^. mmulx 

[0 0 5 0] 

<iH I v?Stt0?©Ili> 

^T©m^^tt> #lC»T<b&^PBMj, ±X4°C\ZXftitc 0 

1) *g#±3f (C 1 NSI&Mp H2.5fCf|^U 4°CiCT24^W^ 

A&flDX. P H3.8fCifML£:o P H#t.3S&??o £ig*_tif 500 m' L 50mM©S 
ft^- h U 01±Z^m-tZ>25mMmMMffim (PH3.8) TWlfeSPt77D 
-XHigh Performance (AMERSHAM PHARMACIA) ij=y A (26mm X 10 c m) iCgsflfJ 
btc a mmmmi7bmLXm^f^ SOmMGDHEPES/NaOH (pH7.4) I»I175 
mLtML (El) , M{C250mM©^b^- h U ^A$r-^^t-^>50mM©HEPES 
/NaOH (pH7.4) iiI175mLT'i[l}lfe (E2) G #B^tCo§, NAP-5* 

[0 0 5 1 ] 

2) ig'ffiteU SP-fe^rn-XHigh Performance^ ^A(DE 2 ®^{CtSIlK$tl 
fe 0 2Uv h^©E 21^ (1 L©^*±^(C^^) tCi&tt^- h U 7A?:»X.S 
UFi8S500mMlCiWS3Lfe. 500mM(D^'fb^- b U £50mM 
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(Z)HEPES/NaOH (pH7.4) MffiWlT*¥-ffiit U TcBlue Sepharose 6FF (AMERSHAM P 
HARMACIA) j3=yh> (26 mm X 10 c m) IClJDtf;. H«1ir?ftl75m L "Tfglso fcffe 
, 1.8M(D^b^- h U >^A2l0.1%©CHAPSS:-^W"t"S50mM(Z)HEPES/NaOH (pH 
7.4) ifWrnLT^ffibfe (El) „ NAP-5* 9 AT««f?RSift Srffo fe« 
, »K33%T*ffiHI V«tt&«|jeLfc. 
[0 0 5 2] 

3) fSttMu Blue Sepharose 6FF <Z> E 1 M#tC 0JR 3*1 7c . 3*l£l.8M<Z) 
fg-fb^- h U ?A£0.1%<Z>CHAPS&^^^550mM<Z)HEPES/NaOH (pH7.4) WS& 
Sre^DSffSl/fcHiPreP Butyl 4FF (AMERSHAM PHARMACIA) ij=yh, (16mm X 10c 
m) {C^AtTLfc (P) . mmWmOmL (W) , 100mL(Z)0.1%CHAP 

s/7KT^ffibfe ( e ) o MP^^^mmm^m^n^r^ ^33%-emH 

IVSffi5:i£Lfe 0 
[0 05 3] 

4) tSffittButyl Sepharose©^©^®^ (PMW) iC®&£*l£ 0 3n 

v hftmmmmft (3 L(Z)^#±^{c^f^) \zmt± v u ? a & Ana. 

£2MUC3H8£Ufc. 2M©Mt h U £ 0. 1%<D CHAPS fe-g-^t* £50 

mM HEPES/NaOH (pH7.4) iffitT¥ffiftLfeHiPrep Phenyl (HighSub) 6FF 
(AMERSHAM PHARMACIA) iJ^jU (16mmX10cm) \ZW$Hht=. a H>gHr?Rl75m 
L-etJfeofclfe, 250mM(Di^fb^- h V V Ai:0.1%CDCHAPS$:#^fS50mM(Z)HEP 
ES/NaOH (pH7.4) Mffi?&150m L T**§ffi L (El) , K&C0. 1% CHAPS/*© 10 
OmLT'^HiLri (E2) „ NAP-5# =y AT?««*5S*S:ff o »S25%T?Jft 
H I V?£<[££$l5tb£o 
[0 0 5 4] 

5) *£'[4teE 1 ®^lCHHR$tirc 0 0. 1 % ©CHAPS &^ft5 10 mM 

vyWrt-hWi* (pH7.3) Ka^s/r^*>f h (cht-2 

, 20#m; BioRad) (lOmmXIOcm) &C85#PL£c IHM®$[50m L "Zf 

8fco7c^ (W) , 0. 1% ©CHAPS fc^^S 200 mMy >Wl± h U (pH7.3) 
t'MLfe (E200) „ NAP-5#9A^««M£& : S:fTofc&; »K25%t?ffiH I 
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[0 0 5 5] 

6) mmtt Ka*5/r/**>r h<D#wmmft (p) iceuKstifc. 

CentriPlus-10 (#^*10, 000# y h) figftat&lg (AMICON MILLIPORE) SrffiV* 
T^40^{C?t*iL/feo SIlltLfcMffilr^ (3.75mL) &, 0. 1%©CHAPS£ 5 
^U-fen-^&^-rsiOmMU >|ft^hU^A (pH6.4) *««T?¥*fbl/ 
feHiPrep Sephacryl S-100 HR (AMERSHAM PHARMACIA) #^A (16 mm X 60 c m 
) tC&iULfc. Hift«?Rl44niLT?$gfflU 2.5raLf O^lfe. NAP-5#^A 
tWM^ftofet, mSl2.5%T*mH I VfciMJiLfc. 
[0 0 5 6] 

7) Mffi&#^S®^$:iaiRL/, 0.1%<©CHAPSS:^i-S10mMU h 
U?A ( P H6.4) Mffi$tT*2fg#r$RL£^> l^^«?ST*¥^fb L/ ^Resource S 
(AMERSHAM PHARMACIA) # 5> A (0.64X 3 c m) IC^iDLfc. Rifttf IRlOm L T? 

ftofct, 0.1%©CHAPS&^-rsi0mMU U (pH6.4) ifl 

O^P>500mM*T*(3Dife-fb-t- h U ?A^£?x> hl??§ffiL (£25mL 
), 1 mLf O^tfe, $iH I VSif «S2.5%t«lfe 0 
[0 0 5 7] 

8) m&ltm-? SSM&'&EfJKU 3 07 h ^©Resource S?g<fM#. (9 Lffl 
iBaLtflflCfBiS) 0.1%©CHAPSS:^"rS10mMU U *A (pH6.35 
) tt«re"T?2.5fflFlc#JRl/fcf^ ra««f?R^¥IB^L/fcfc: Kn*S/7/^>f h (C 
HT-2, 20/tim; BioRad) #^A (0.5X5 cm) ICS&jftJbfe, If iflS 5 m L t? 
Sftofcffc, 0. 1% ©CHAPS Sr^ftS, 10mM*^400mM*T?© U >Bft* U ^A 

(PH6.35) ©^yi^ht^ffil (£25mL) , 0.5mLfoMbfe. St 
HI VMttIIl%t«Lfco ^S^JCo^Tm^;^^©^^ H 

* pl7jfiM & i: -T £ ELI SA fC J: y ff o . 

T yiz>f l^©-b->^';b«S^5%JK±JC«;S»^tt, ifitfif £ -g- £ & v%PM1000Jg 
ifi'T?¥!BfbkfcNAP-5?&^A (AMERSHAM PHARMACIA) £M VNTi^ > & 
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fo-tz> v >m%v v&mmz. -eti-^ti^t-o hsu m#no. 8~no. mz-D 

VNT(DSDS/PAGE (M^tt^) fomMZi*?* M 7 £ EI 8 £. # <fc "9 tC 

pl7^m<Z)«jT^^mH I VyS'f4M^(C^LT^*^J18k D a(Drt> K# 

[0 0 5 8] 

9) ^'ffi£^£W#£[SI[XU Centricon-10 (#^*10 ,000# y h ) pg^ 
Sti^ffll (MILLIPORE) *m^T15mizmmist=.o 2D>yh^(Diibfel:KD^ 

i/r/^-YSM'M^ (i8L©^#±^{c^s^) izmmmmo.2%<DhV7jv* 

omm (TFA) 0.2% h U 7 ;i/^-n^/^K"e¥^'fbL ^Resource RPC ( 

AMERSHAM PHARMACIA) (0.64X 3 c m) fcMJL£ 0 BiW5mLtt 

ofe^> 0.2%TFA, 30% 7t h-h'J^^t'SmL, 0.2%TFA > 50%T-feh— h 
U ^/*T?15mL, 0.2%TFA, 100% T"£ h - h 'J;i/tt'5 mL(l!)^7^X> l>t 
igffiU 0.5mLfo^«lfe, ^M*7A^n7h 7^7 J -©tClO'CtC 
T^fofco feiHIVffittttSS0.2%t«lfe o -effllg^ 3 ©Resource RPC 
fc^Afr fctf^ffiS^Cfc^Ttj, iH I Vffi-&*iik-tmfi-\ZttjZ,LX18k D a © 
A> K#SDS/PAGElC<fc y flfigStlfc. 
[0 0 5 9] 

?SttfcW#&iaiKLT*£h$£*IU $j0.9#g (500 pmol) ©18k D a * yA 
*R&*#fc. m&fflMP3lZlZ. 0.5%BSA£0.1%CHAPS£^tf 'J 

ft (PBS) tC*jWUfe. *fcK*m£MtCtt, SDS/PAGE*>^^/««*JC»jWL' 

[0 0 6 0] 

_tlBT?3fifi5l3 4xfel8k D a # >;\ s #ft1*->:7;i/£SDS/PAGEtC#fcU • 

7*yj7>b • (cbb) a*> F&^y ffibfeo ^uffiifem 
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• @e?'J*<Z>@B#!## 3 C^t7 5 y ^@a#l (Bfr# 1 ) o 
[0 0 6 1 ] 

7*-^ -f (uPA) ©7^M/t (Amino Terminal Fragment (A 

TF) XttLong A-chainfcPftfjfiS) ©gjjflj £ — « L Kv-y tf>^*& 

[0 0 6 2] 

W- u P A, LMW- u P A(©-fRrtl{CMiS^-5A> fcflfcfro fed fcfr 

ATF» I VfStt&ffSr ttfJiiBlCfc U3ft<a<«S*lfc- fit* 

f©^H i vm&*wmLt-o 

[0 0 6 3] 

# (JUN-9604) 4.5mL (Jj&50000#&<Z> ^ D 3r^--£ Sr^^t) 0.1%©CHAPS 
illOOmMcDi&'ft^- h U ^ASr^tflOmMU h U ^Aiii (pH6.4) T* 

SrMIHtLfeHiPrep Sephacryl S-100^j 9 (16mm X60 c m) IC$5;(JD 1/ 
! ?&144mL-??§ffiU 2.5mLfo^lfe. ?Stttt, ftH 1 L fc. 

[0064] 

##T<Z>*SJH, ±f2?n^-1fM£MC«, HMW-uPA, LMW-uPA^ 
t>*ATF#\ 23<fc-£9 : 1 : 1 CDSff^T?^*tlT Vn£ 3 ilj^flW HiPrep S 

ephacryl S-lOO^^ASrjiL/T^^tlfelif^tCfeVNT, ATFffl^^tfl^ ( 
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No. 27~No. 33) £3fiV^H I ViStt (pl7jfifcffl8liffl) #fl|3g3tlfc (0 9&tf 

i o „ z.<dz.h\*. ?u-y#62mm±mfr<Dmmzftt~'*smftH i v 

[0 0 6 5] 

AT FCD^H I VJgffilCfiBiLT, HMW-uPA5:^t6I^ (No. 15~No 
. 18) JCfc, ATF£JfcLT35v*fc#e>*>, ^f>l± U *r£H I Vfgffi (pl7) 
Zttfam-Ztlfe (H9&tfl 0 £#M) o 
[0 0 6 6] 

<*#««*lCfiWSATF©SiH I V?Sttajj£*§*> 

T%, «RSft#WJC«*±»cfi©.pl7iS:iqi«aL, II1.5n g/mLT*©aii^ 
fcm40%-e&ofc (Hll 1, 12) . ATF©^JDJC£oT&^*#Bfl&© 
i|?Sls*5tt>i*flaiCJtOTlE'fbL3&^ofe (Bll, 12) ZHfrb. ATFM 
©#&fcJ&»ii:t*#tt0>fc^rfcfc^l8Lfc. r *l <b © 3 h Ji, ATF^tS 
H I V?Stt««ittJfi#tt^CJ:«*)©Tf35i^V^i^:^ ATFWlCfiHt^H I V 

m&*&lrz.£. 1 v^tt^TM^fnjffi^t>*v^n7T-^flr«i'f4 

[0 0 6 7] 

<#^Mig*&C W £ SEAP Utf-Z-TvlU ffi%k> 

Ml 3&Zfl 4?:m MC141&tfCL350)#^^©SEAPU/tf-#--7yiZ 

>rx*«, a t f {i, ^4x<©aiifaico-v^T ! b^ii±?**©T;i/*u^x7T*---Kr 

fcfrofc (013M14) „ £<Z>~fctt, ATF^ ( HIV 

&ztep^t=. mi zR&i 4) „ 

[0 0 6 8] 

<®5fettH I V-DNA-Ith7>^7x^i/3>7«yt^^> 

015&#HB O MHIV-DNA (PNL4-3) JC «k »J — jflffi h ^ > X 7 x ^ 
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>>3 > L£MC14lM£:ffiV^y >yiz>f fC^Tt, 1.5ng/mL(DATFIt 
^F*±Sf(f»^©H I V©pl7©Scffi«:*&6O%«I0Lfe. U*Pl,fc#&, SEAP|§Jg 

LTR^PjCIrWAT FJC J:oT|g»&gttfcfrofc-:#^pl7©ifcffi# 
mmZfrfcZtlZ. ATFOiHIVtS^, HIV-LTR^^fi?, HI 

[0 0 6 9] 

<#ffi«l&fflffi#3!&J8*l T >y iz >f *§m> 

SI 6$r#Mo &ffijgig£!inj& (Ul) ©#&##lCj3V*T##±»#^<Z>tf>f;i/ 
^MMpl7©^m*li, ATF 1.5n g/m L 7?*&50%«I«ffS tlfe. 
<b, jffliiaW©pl7*lC^LTtiATFtt»#S: i &{f S«:3^ofc. £tc> AT Fit 

fflti&vmmmic&mik&izz &*po fc„ 

©ISPg{C^ftS=fo©{CPl^$tl^= tot, Ul|ffl|S#3fi^«T'ATF^^>r;i/^ 
fi^ (Pl7) Sfcffi££lJ§!Jb£r tit. ATF^HIVffl^n^^f;WDNA(0« 
^J^©!SPg£#P$(|bTV^3£ £^LT^£„ ATFIt Mf*ftf)pl7 

*{C%j^P&,&if LT^&V>r £ fr£>, H I V <D V A JIX D N A tf)!fE¥fr £ 
H I VmRN A^iSSR^T'COai^^Mt-a^^-e^^^- ^H^^^T'fe-So 3 

<£i$M^I£!fflJBS#*£^*7 >y -fe-f £ m Vffimt. mm-m&h ^yx7^?iss 

VT^-fe-riC^oTfe^^tlT^U, Z.nt>(DZ.£\%. ATF^ H I V m R N 
[0 0 7 0] 



ttiliE#2 001-3112010 



#2001-184284 



z>. mmLfc.Mmm<DBmizft£M&t>n&fr^fco -13. ATFmMm^\%. 
#wt*&o£ 0 sue frxmmmmmtemmBmnmmiC'DnTm&zti ( 

BI18$:#m) , mmfr*>12B%i<Z>1%&K]S^Xte, ATFil0.74ng/mL 
-e75%a_t, 2.22 n g /m L T~&87%J^±(DMd«S# *l£ 0 
[0 0 7 1] 

<ATF0p I Vmmzft-t2>mV87ffifo(D&W> 

mi Q*mm 0 TmmffiT*&&W}!L4-3mmRmcumM<D&&mm?kiz& 

\^Tigm±mrp^<Dpl7<Dttmi$. ATF^HMW-u P A(D -T*&£ 
C D 8 7 tC^f-T^^y V D --^l/^flslO/i g/mLi:ATF 3.3 n g/mL0| 
13 *^Ajf=.mi&1tm^r=. ATF 3.3n g/mL©*5:^fM^M^ 

fc£££T% ^I^^JCWJStlT^fc,, iCD8 7iftit fngt 

jfiffclO/i g/mLfflIIt'ATF3.3n g /m L H tel£mmm<DffiH I Vvfrftfc 
*LTV^3h# jim^tl^,, iCD8 7 M'^^ ATF CDivftlfrft^jXli-MJj %: 

^m-tzmmr-commiz £&pi7M&fflm<Dmmt>mmzte&m^T*&&z.£fr 

■d, ATFiiKCD 8 7m#£:te v JL^|WI-(Z)®SU^ t Tf^ffi U 

^ofc„ tttjSCD 8 7^Lfc^H I V?g'f£#, ^^©#M'(4lC^# 

-T-Sd^fc^f tot»M±fflCD8 7 C^m&##||lftfC|£ 

^Lfed^tcjcoTHI V5jcffi©ffll0J^5l^iH- $ti^%cDi:#^^ti^o 
> jftCD 8 7 jfifls £ ^tmi&JC AT F 5:^Dttfej5iCD8 7 mtklZ J: £ H I V 
^m#PfK^^J€lCit^$tl^^ofe©{i, #lCD 8 7«J;yCD 8 7 

^£IC V iCD 8 7MIFAT F^^tCT^JBS^fC^VNT^H I V?g'|£ ( P 17 

) -e^-fprtl^^CD 8 7 ^#MWic^i--5>^«-efe^3^^^, _tfB 

(D^mUmit. CD8 7tf*(DVJjy\?£!®mWlzm&-t2>Z.£t>K MMVWtt 
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[0 0 7 2] 

V^n7T-^«c-e&«Ul&tJfU937©^#«!ll^JCfeVNTtt (0 2 0$: 
#JR0 , iCD8 7W»(j:ATF<Z)iHI V?Stt5:SOTlfe 0 ££3 
(DMMMlzMLXl-iffiCD 8 7^§tli^H I Vifrff &^3&frofeo ^oT 

te, KCD8 T^^V^n^T-^lC^VNTttM^^^affiT-mH I V?S'ft£ 
A T F £JniC D 8 7 ffii^COM^J ^C^ti^^^V (DM^1^^{Zi3^^X . ffi 
CD 8 7^WCCD8 7 &£fi|LTAT F©CD 8 7 ^©M^ £ Plifc b £ 3 
£lZ&Z>*j<DT*$>Z>£.mx.t>n2> 0 iot, AT FCDfiiH I Vifr|£# 3*1 <b £> V 
^n7T-^Cfe^tMCD 8 7^T^^f^tlfc3i:«, ATF^CD 8 7 

[0 0 7 3] 

CD8 7i:f(D^#:H fllSC^h (lipid raft) H mttlZ X 7 > =fflg 
SfCWfr»B&^S^^J:lCM ; &LT£ U (Koshelnic, Y. et a., Thromb. Haemo 
St., 82(2):305-311(1999)) , H I V©ffi^ttfl|«^ 7 MB«T?38^»f 

fft>tlTV^Siil^##3*l , rv\S (Nguyen, D.H. et al . , J. Virol., 74(7): 
3264-3272(2000)) „ £ fc, C D 8 7 £ 11! C < Bgfl^ 7 £ T h y - 1 

tt, H I Vx^^o-^lCjg^WtC^yj&StiSiii^^tiTV^S (Nguyen, 
D.H. et al., J. Virol., 74(7) : 3264-3272 (2000)) „ 3 tl (Dfg^ £##§0j!# 
fOMISS^^i^tSi:, ATFffflCD8 7©'J#>FA\ CD87^ 

£ ^ e> «TtBte#a*£ $ tt & o 

[0 0 7 4] 

Tiao^JCt^oT^MM^^&M-^LrSSIRfc U X0.22/* m© 

ATF 10 mg 
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~?>— h— JV 50 m g 

M&yfr ±mmL 

[0 0 7 5] 

<mmmmmz> mm. j&t. xi*mmvast¥mwm 

8tJ£?R*£U >tfT+>->f XO. 2Zfi m<D* y 7*=y y 7 4 )V9 - IZ «fc *JMti&M 

A TF • • • 50 m g 

mt-f- hVVA 8.6 mg 

mtfJ V 7 k> 0.3 mg 

tftflS#;i/$/tf 2* 0.33 mg 

msmmm* ±m mL 

[0 0 7 6] 

<mmmmms> mm. &r. x\*mmft&&mwm 



ATF 50 m g 

mt± h U 7 A • • • : 8.3 mg 

SSMb# U UU 0.3 mg 

&ikjHJli/vJ* 0.33 mg 

U yW.ykmi- h U 7 • • • • • • • 1.8 mg 

i Nt&m mm. (pH7.4) 

ftstmrn'S* ^UmL 

[0 0 7 7] 



<mmmmw4:> mm. &r. x\*mmvm&mmm 

mj£?R4£U zKTi^>fX0.22^m©^>y^>7>r;i/^-tCJ:*;iiigM 
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ATF 50 m g 

mt± h U t>2± 8.3 mg 

• 0.3 mg 

0.33 mg 

^*;i/=l-^ 0.4 m g 

y ym^Mi- h u ? a • 127K& • . • • • • '• • • 1.8 mg 

1 n&m mm. (p H7.4) 

&xmmm*' ••••••• iiimL 

[0 0 7 8] • 



AT F 100 mg 

%m ( 1 ?KfrJ#0 2900 m g 

ft 3000 mg 

[0 0 7 9] 



TSB©*fL#tcfl£v\ ATFMtFn^i/^n^i/t;i/D-^MU 120 

ATF • • ■ 100 m g 

bKa^^yp^l/t^q-X- - 2900 mg 
ft 3000 mg 

[0 0 8 0] 

<mmmmm r 7.> mmn^mmm 

! 

fc^8? $ -BrT pftS ^ £. L, SSsfc J: y igf§f&«| L T fiJ»IS^M9SM ttS. 
ATF 100 m g 

^SMMM_klj^> 2900 m g 
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ft 3000 mg 

[0 0 8 1 ] 

<mmmmms> mmn^mmm 

Tm<D#!iJjizti£\,\ A T f , n Kn*S/^n t?;i/-fe;i/a-x&t>*D- h 
-A/S:ff«l, 90mL(O»|!|*K:*#S-&T*«l**i:L, «J: l JMjl 

AT F * • • 240 m g 

n Kn ^rS>^n tr ji-tjin • • 129 mg 

D-T>— h-;i/ - 2631 mg 

ft • 3000 mg 

[0 0 8 2] 

A I D S^<D^'f4£3fc^t- S<Z>IC1Mo 0 
[0 0 8 3] 

Sequence Listing 
<110> JCR Pharmaceuticals Co., Ltd. 
<120> Anti-HIV agents 
<130> P130-01 
<160> 5 
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<210> 1 
<211> 1296 
<212> DNA 

<213> Homo sapience 
<400> 1 

atg aga gcc ctg ctg gcg cgc ctg ctt etc tgc gtc ctg gtc gtg age 48 
Met Arg Ala Leu Leu Ala Arg Leu Leu Leu Cys Val Leu Val Val Ser 

1 5 10 15 

gac tec aaa ggc age aat gaa ctt cat caa gtt cca teg aac tgt gac 96 
Asp Ser Lys Gly Ser Asn Glu Leu His Gin Val Pro Ser Asn Cys Asp 

20 25 30 

tgt eta aat gga gga aca tgt gtg tec aac aag tac ttc tec aac att 144 
Cys Leu Asn Gly Gly Thr Cys Val Ser Asn Lys Tyr Phe Ser Asn He 

35 40 45 

cac tgg tgc aac tgc cca aag aaa ttc gga ggg cag cac tgt gaa ata 192 
His Trp Cys Asn Cys Pro Lys Lys Phe Gly Gly Gin His Cys Glu lie 

50 55 60 



gat aag tea aaa acc tgc tat gag ggg aat ggt cac ttt tac cga gga 240 

Asp Lys Ser Lys Thr Cys Tyr Glu Gly Asn Gly His Phe Tyr Arg Gly 

65 70 75 80 

aag gcc age act gac acc atg ggc egg ccc tgc ctg ccc tgg aac tct 288 

Lys Ala Ser Thr Asp Thr Met Gly Arg Pro Cys Leu Pro Trp Asn Ser 

85 90 95 
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gcc act gtc ctt cag caa acg tac cat gcc cac aga tct gat get ctt 336 

Ala Thr Val Leu Gin Gin Thr Tyr His Ala His Arg Ser Asp Ala Leu 

100 105 110 

cag ctg ggc ctg ggg aaa cat aat tac tgc agg aac cca gac aac egg 384 

Gin Leu Gly Leu Gly Lys His Asn Tyr Cys Arg Asn Pro Asp Asn Arg 
115 120 125 

agg cga ccc tgg tgc tat gtg cag gtg ggc eta aag ccg ctt gtc caa 432 

Arg Arg Pro Trp Cys Tyr Val Gin Val Gly Leu Lys Pro Leu Val Gin 

130 135 140 



gag tgc atg gtg cat gac tgc gca gat gga aaa aag ccc tec tct cct 480 
Glu Cys Met Val His Asp Cys Ala Asp Gly Lys Lys Pro Ser Ser Pro 
145 150 155 160 

cca gaa gaa tta aaa ttt cag tgt ggc caa aag act ctg agg ccc cgc 528 
Pro Glu Glu Leu Lys Phe Gin Cys Gly Gin Lys Thr Leu Arg Pro Arg 

165 170 175 

ttt aag att att ggg gga gaa ttc acc acc ate gag aac cag ccc tgg 576 
Phe Lys He He Gly Gly Glu Phe Thr Thr He Glu Asn Gin Pro Trp 

180 185 190 

ttt gcg gcc ate tac agg agg cac egg ggg ggc tct gtc acc tac gtg 624 
Phe Ala Ala He Tyr Arg Arg His Arg Gly Gly Ser Val Thr Tyr Val 

195 200 205 
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tgt gga ggc age etc ate age cct tgc tgg gtg ate age gee aca cac 672 
Cys Gly Gly Ser Leu lie Ser Pro Cys Trp Val He Ser Ala Thr His 

210 215 220 

tgc ttc att gat tac cca aag aag gag gac tac ate gtc tac ctg ggt 720 
Cys Phe He Asp Tyr Pro Lys Lys Glu Asp Tyr He Val Tyr Leu Gly 

225 230 235 240 

cgc tea agg ctt aac tec aac acg caa ggg gag atg aag ttt gag gtg 768 
Arg Ser Arg Leu Asn Ser Asn Thr Gin Gly Glu Met Lys Phe Glu Val , 

245 250 255 

gaa aac eta ate eta cac aag gac tac age get gac acg ctt get cac 816 
Glu Asn Leu He Leu His Lys Asp Tyr Ser Ala Asp Thr Leu Ala His 

260 265 270 

cac aac gac att gee ttg ctg aag ate cgt tec aag gag ggc agg tgt 864 
His Asn Asp He Ala Leu Leu Lys He Arg Ser Lys Glu Gly Arg Cys 

275 280 285 

gcg cag cca tec egg act ata cag acc ate tgc ctg ccc teg atg tat 912 
Ala Gin Pro Ser Arg Thr He Gin Thr He Cys Leu Pro Ser Met Tyr 

290 295 300 

aac gat ccc cag ttt ggc aca age tgt gag ate act ggc ttt gga aaa 960 
Asn Asp Pro Gin Phe Gly Thr Ser Cys Glu He Thr Gly Phe Gly Lys 

305 310 315 320 

gag aat tct acc gac tat etc tat ccg gag cag ctg aaa atg act gtt 1008 

3 6 ffi$E# 2001-3112010 
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Glu Asn Ser Thr Asp Tyr Leu Tyr Pro Glu Gin Leu Lys Met Thr Val 

325 330 335 

gtg aag ctg att tec cac egg gag tgt cag cag ccc cac tac tac ggc 1056 
Val Lys Leu He Ser His Arg Glu Cys Gin Gin Pro His Tyr Tyr Gly 

340 345 350 

tct gaa gtc acc acc aaa atg ctg tgt get get gac cca cag tgg aaa 1104 
Ser Glu Val Thr Thr Lys Met Leu Cys Ala Ala Asp Pro Gin Trp Lys 

355 360 365 

aca gat tec tgc cag gga gac tea ggg gga ccc etc gtc tgt tec etc 1152 
Thr Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Cys Ser Leu 

370 375 380 

caa ggc cgc atg act ttg act gga att gtg age tgg ggc cgt gga tgt 1200 
Gin Gly Arg Met Thr Leu Thr Gly He Val Ser Trp Gly Arg Gly Cys 

385 390 395 400 

gec ctg aag gac aag cca ggc gtc tac acg aga gtc tea cac ttc tta 1248 
Ala Leu Lys Asp Lys Pro Gly Val Tyr Thr Arg Val Ser His Phe Leu 
405 410 415 

ccc tgg ate cgc agt cac acc aag gaa gag aat ggc ctg gec etc tga 1296 
Pro Trp He Arg Ser His Thr Lys Glu Glu Asn Gly Leu Ala Leu 

420 425 430 

<210> 2 
<211> 431 

3 7 2001-3112010 
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<212> PTN 

<213> Homo sapience 
<400> 2 

Met Arg Ala Leu Leu Ala Arg Leu Leu Leu Cys Val Leu Val Val Ser 

,1 5 10 15 

Asp Ser Lys Gly Ser Asn Glu Leu His Gin Val Pro Ser Asn Cys Asp 

20 25 30 

Cys Leu Asn Gly Gly Thr Cys Val Ser Asn Lys Tyr Phe Ser Asn He 

35 40 45 

His Trp Cys Asn Cys Pro Lys Lys Phe Gly Gly Gin His Cys Glu He 

50 55 60 

Asp Lys Ser Lys Thr Cys Tyr Glu Gly Asn Gly His Phe Tyr Arg Gly 

65 70 75 80 

Lys Ala Ser Thr Asp Thr Met Gly Arg Pro Cys Leu Pro Trp Asn Ser 

85 90 95 

Ala Thr Val Leu Gin Gin Thr Tyr His Ala His Arg Ser Asp Ala Leu 

100 105 110 

Gin Leu Gly Leu Gly Lys His Asn Tyr Cys Arg Asn Pro Asp Asn Arg 
115 120 125 

Arg Arg Pro Trp Cys Tyr Val Gin Val Gly Leu Lys Pro Leu Val Gin 

3 8 2001-3112010 
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130 135 140 

Glu Cys Met Val His Asp Cys Ala Asp Gly Lys Lys Pro Ser Ser Pro 
145 150 155 160 

Pro Glu Glu Leu Lys Phe Gin Cys Gly Gin Lys Thr Leu Arg Pro Arg 

165 170 175 

Phe Lys He He Gly Gly Glu Phe Thr Thr He Glu Asn Gin Pro Trp 

180 185 190 

Phe Ala Ala He Tyr Arg Arg His Arg Gly Gly Ser Val Thr Tyr Val 

195 200 205 

Cys Gly Gly Ser Leu He Ser Pro Cys Trp Val He Ser Ala Thr His 

210 215 220 

Cys Phe He Asp Tyr Pro Lys Lys Glu Asp Tyr He Val Tyr Leu Gly 

225 230 235 240 

Arg Ser Arg Leu Asn Ser Asn Thr Gin Gly Glu Met Lys Phe Glu Val 

245 250 255 

Glu Asn Leu He Leu His Lys Asp Tyr Ser Ala Asp Thr Leu Ala His 

260 265 270 

His Asn Asp He Ala Leu Leu Lys lie Arg Ser Lys Glu Gly Arg Cys 

275 280 285 
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Ala Gin Pro Ser Arg Thr He Gin Thr He Cys Leu Pro Ser Met Tyr 

290 295 300 

Asn Asp Pro Gin Phe Gly Thr Ser Cys Glu He Thr Gly Phe Gly Lys 

305 310 315 320 

Glu Asn Ser Thr Asp Tyr Leu Tyr Pro Glu Gin Leu Lys Met Thr Val 

325 330 335 

Val Lys Leu He Ser His Arg Glu Cys Gin Gin Pro His Tyr Tyr Gly 

340 345 350 

Ser Glu Val Thr Thr Lys Met Leu Cys Ala Ala Asp Pro Gin Trp Lys 

355 360 365 

Thr Asp Ser Cys Gin Gly Asp Ser Gly Gly Pro Leu Val Cys Ser Leu 

370 375 380 

Gin Gly Arg Met Thr Leu Thr Gly He Val Ser Trp Gly Arg Gly Cys 

385 390 395 400 

Ala Leu Lys Asp Lys Pro Gly Val Tyr Thr Arg Val Ser His Phe Leu 

405 410 415 

Pro Trp He Arg Ser His Thr Lys Glu Glu Asn Gly Leu Ala Leu 

420 425 430 

<210> 3 
<211> 4 

4 0 tHliE# 2001-3112010 
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<212> PTN 

<213> Homo sapience 
<400> 3 

Lys Lys Phe Gly 

<210> 4 
<211> 12 
<212> PTN 

<213> Homo sapience 

<400> 4 

Ala Ser Thr Asp Thr Met Gly Arg Pro Cys Leu Pro 

<210> 5 
<211> 10 
<212> PTN 

<213> Homo sapience 
<400> 5 

Arg Arg Pro Trp Cys Tyr Val Gin Val Gin 

m i ] vu^-t—nm-f^xs j - fyy Vt-j ^-^-matf© 

[02] pSEAP-BasicfiDflljt&as-r. 

[0 3] pREP7©«3§S:^"tc 

[04] pSBR©«it$:^-t 0 

[05] P NL4-3©«tig&t>* P C R iC J; 2>mm®&Z*? . 
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[0 6] pSBR-HIV(D^it$:^-r o 

[07] fc Ka3f^7A#>f h^^A^^©#^m®^(DftiH I V^tt&tm 

"to 

[09] ti hMS^^n^^-ifM^^HiPrep Sephacryl S-100# 9 Afr £> © 
[01 0] fc>JRfi#tfn#^-ifjgt#©HiPrep Sephacryl S-100* ^ 
[011] (TjWJft*) iCfettSifiH I VMIS (Pl7) ©Mm* 

[012] £#Jg# (7^D7T-^) I V^ffil^ (pl7) 

[013] 4¥mmmmmm (mchd ic^w^sEAPi/TK-^-r^-fe-Y©^ 

[014] (CL35) {C&tf£SEAPU#-#-Tyi^ 

[01 5] iMHIV-DNACD-lfih5>^7x^i/3>77t^0^ 

-[01 6] nmmmmm cud (7)^fi^#T^-fe-r(Z)^$:^-f-^^7 0 
[017] ^'ffi^#(7)H^iiiic^e)H i vM<omtitm?tf^y 0 

[018] ATFCi:£^;b^^flJ$[|£, H »JiC^-f ^ 

[019] T$M*fC;J5tt£ AT F©iH I V?g'[4tC^-r^mCD87m^(Z)f^ ■ 
[0 2 0] 7^O77-^i(Cfe^SATF0KH I VvS'f4{C*fi-^mCD87^ 
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imi] 

(a) sc-uPA 

NH 2 | 

W+fr EGF 



MM 




COOH 



A 



(b) HMW-uPA 



NH 2 Q 




EGF 



A 

<2JSr 



] COOH 



(C) LMW-uPA 



NH, 



[JS<A1)|S] 



(d) ATF 

NH 2 □ 



COOH 




EGF ?u>$Ou 



2 3 



[B|g] 



1: KKFG 

2: ASTDTMGRPCLP 
3: RRPWCYVQVQ 



COOH 
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-18 4 2 8 4 



[®2] 




(1870) v / r 

TB= HW?n<y±— 



2 



ffilllf 2 001-3112010 



#2001-184284 



CBI3] 




3 



tt}II#2 001-3112010 




hygromycin 



4 
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[05] 

PCR (-453 ~ +208) 
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ColEl 



PTK 
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TB HIV-LTR 




Hygromycin 



SEAP 



SV40 poly A 



TK poly A 



[07] 
1000 



<| 750 



500 
a 250 



UV 280 



0.4 -i n 40 




0.2- 



a. 



oJ - 



30^ 

o 
oo 

CM 
> 

20 2, 
< 

s 



- 10 



10 



15 



20 



'^0 
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CH8-] 




«e <0 5 Oi-CJrt^lO<OSCOO> 



'Mi* 



21 «B 

14.5 I 

6.5 % 



<<-ATF 
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[Ell 1] 






120 


T4/NL4-3 + HUT.78 


100 






I 80 

??60 






m 

ft 40 






20 






°< 


1 




) 1 


2 3 



(ng/ml) 
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[Ml 2] 

120 r U1 +U937 
100 



£ 80 
& 60 
« 40 



20 
O 




12 3 
ATF (ng/ml) 




[HI 3] 
12 q MC141 

100 
I 80 
g60 
* 40 

20- 
0. 



o ■ 



1 2 
ATF (ng/ml) 



9 
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12 3 
ATF (ng/ml) 



[Ell 5] 

120 MC141xpNL4-3 




(ng/ml) 
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1 2 3 

ATF (ng/ml) 




6 9 



12 



15 
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